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Applicant respectfully requests entry and consideration of Applicant's Response and 
Amendment to the Final Office Action filed April 11, 2008, and all papers accompanying that 
response, specifically the Statement Under 37 CFR 3.73(b) and the two Terminal Disclaimers. 
Accordingly, claims 1-7 and 9-17 as amended April 11, 2008, are pending. 

Entry and consideration is also requested for Applicant's Appeal Brief filed August 7, 
2008, and Applicant's Reply Brief filed December 11, 2008. The arguments and case law cited 
therein apply directly to the rejections and objections in the Final Office Action of February 11, 
2008. 

In addition, this RCE with its accompanying fee and submission serves to withdraw the 
Applicant's appeal to the Board of Patent Appeals and Interferences from the Final Office Action 
dated February 2, 2008, final rejection of claims 1-7 and 9-17. Notice to the Board will be sent 
under separate communication. 

The following remarks and attached exhibit (Exhibit I) further provide for a proper 
submission pursuant to 37 C.F.R. § 1.1 14(a)(1) and consistent with patent office practice per 
MPEP § 706.07(h). 

Applicant submits the following remarks and Exhibit I in further support of Applicant's 
previous arguments of record traversing the Final Office Action rejections that were premised on 
alleged inherent anticipation of the present claims by the cited publications in which pramlintide 
was administered to patients having diabetes in order to treat the diabetes by controlling blood 
sugar. In brief, Exhibit I demonstrates that weight loss was not observed in all patients who had 
diabetes, and in many cases were also obese, that were administered pramlintide specifically to 
treat their diabetes by controlling their blood sugar. Accordingly, a patient treated for control of 
blood sugar according to the cited art would not have necessarily and inevitably also achieved 
weight loss. 
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Exhibit I is a print out of a clinical Study Results web page 
http://clinicaltrials.gov/ct2/show/results/NCT004676497show out=2#outcome3 
from the NIH-managed ClinicalTrials.gov website at which U.S. clinical trial results are 
reported. Exhibit I presents the Study Results of a clinical study entitled "A Study to 
Characterize Regimens of Basal Insulin Intensified With Either Symlin® or Rapid Acting Insulin 
in Patients With Type 2 Diabetes." This study was sponsored by Amylin Pharmaceuticals, Inc., 
the assignee of the present application. The study reports the clinical effects of the amylin 
analog pramlintide, for which SYMLIN is the brand name, on weight loss in patients with 
diabetes. 

As indicated in Exhibit I, at page 1, pramlintide was administered at 120 micrograms 
twice a day (i.e. with major meals) to patients with diabetes and who were also taking insulin 
(Group A). The Examiner's attention is directed to Exhibit I, at pages 3-4, the results section 
entitled "Secondary Outcomes Measure: Proportion of Patients With no Weight Gain at Week 
24." As reported in that section at page 4, the proportion of patients that did not gain weight 
(either lost weight or were weight neutral) with pramlintide treatment (i.e., Group A) was 46.4%, 
which indicates that 53.6% DID gain weight. 

This evidence provides concrete support for the Applicant's previous arguments and cited 
case law demonstrating a lack of inherency in the cited art. As noted in the record, to establish 
inherency, the extrinsic evidence must make clear that the missing descriptive matter is 
necessarily present in the thing described in the reference. In re Robertson, 169 F.3d 743, 745 
(Fed. Cir. 1999) (citations omitted). The fact that a certain result or characteristic may be present 
in the prior art is not sufficient to establish the inherency — inherency may not be established by 
probabilities or possibilities. Continental Can Co. USA, Inc., v. Monsanto Co., 948 F.2d 1264, 
1268 (Fed Cir. 1991); In re Rijckaert, 9 F.3d 1531, 1534 (Fed. Cir. 1993). Simply stated, it is 
not sufficient that a person following the teachings of the cited art sometimes obtains the claimed 
result — it must invariably happen. Accordingly, Applicant submits that the cited art does not 
inherently anticipate the claimed methods for the reasons already of record and further in view of 
the evidence submitted herewith. The specific rejections to which the above evidence and 
argument is applicable include those of Sections 26 and 27 of the Final Office Action asserting 
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double patenting, and Sections 33, 34, 35 and 36 asserting anticipation. Withdrawal of these 
rejections is respectfully requested. 

In light of the enclosed remarks and the amendments and remarks in the entered 
submissions, Applicant respectfully requests reconsideration and withdrawal of all objections 
and rejections set forth in the Final Office Action of February 11, 2008. 

Further, Applicants believe all claims presently under consideration to be in a condition 
for allowance and request issuance of a Notice of Allowance at the Examiner's earliest 
convenience. 

Should the Examiner have any remaining questions regarding the subject invention or its 
patentability, Applicant encourages the Examiner to contact the undersigned to discuss any 
issues remaining. 

Fees totaling $810.00 are believed due with this submission. However, if this calculation 
is incorrect, the Commissioner is hereby authorized to charge payment of any fees associated 
with this communication, to Applicant's Deposit Account No. 010535. Additionally, the 
Commissioner is hereby authorized to charge payment or credit overpayment of any fees during 
the pendency of this application to Applicant's Deposit Account No. 010535. 



AMYLIN PHARMACEUTICALS, INC. 
9360 Towne Centre Drive 
San Diego, CA 92121 
Telephone: (858) 552-2200 
Fax: (858) 552-1936 



Respectfully submitted, 

AMYLIN PHARMACEUTICALS, INC. 
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7] | Study Results 



( Related. Studies ) 



s of Basal Insulin Intensified With Either Symlin® or Rapid Acting Insulin in Patients 
With Type 2 Diabetes 

This study has been completed. 



Randomized, Open Label, Active Control, Parallel Assignm 
Type 2 Diabetes Mellitus 



lin aspart], or Apidra® [insulin glulisine]) 



► Participant Flow 
Recruitment Details 



Pre-Assignment Details 



aches for the overall study fol 



Group A (P1 SYMLIN) 



al insulin was titrated throughout the study 



to optimize postprandial glucose control) w; 



Group C (P2 SYMLIN) 



Patients from Group A. 



intinued Phase 1 treatment during Phase 2 



D (P2 SYMLIN+RA) 



its from Group A, who did not ac 



Group E (P2 RA Insulin) 



Patients from Group B, who achieved HbA1 c goal at Week 24, continued Phase 1 1 



Group F (P2 RA Insulin + SYMLIN) Patients from Group B, who 



ot achieve HbA1c goal at Week 24, c 



nt and initiated SYMLIN during Phase 



I: Phase 1 (Intent-to-Tr 



NOT COMPLETED 



Period: Phase 2 (Intent-to-Trea 



NOT COMPLETED 
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P~ Baseline Characteristics 



Group A (P1 SYMLIN) 



as titrated throughout thi 



fin (RA Insulin: variabl 



Group A (P1 SYMLIN) 



Group B (P1 RA Insulin) 



[units: participants] 



Total Cholesterol 



183.951136.273 



Waist Circumference 

[units: cm] 

Mean ± Standard Deviation 



107.87 ±21 .893 



P- Outcome Measures 



. Primary Outcome Measure: The Proportion of Patients Achieving HbA1c <=7% at Week 24 With no Gain in Body Weight From Baseline 
ind no Incidence of Severe Hypoglycemia 



>4 With no Gain in Body Weight Fn 



Measure Description 



re hypoglycemia. The patient 



Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat or another 
method. Also provid es relevant details such as Imputation technique, as appropriate. 

Phase 1 1ntent-lo-Treat LOCF. LOCF: If a treated patient has missing result value at week 24, then last observed value before week 24 and after baseline is carried 
forward to impute the week 24 value. 



Reporting Groups 

I Description 
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I Group A (P1 SYMLIN) SYMLIN treatment (1 20 meg prior to major meals) was initiated on Day 1 . Basal insulin was titrated throughout the study 



Group B {P1 RA Insulin) Rapid acting insulin (RA Insulin: variable dosing, titrated to optimize postprandial glucose control) was initiated at Week 4. Basal insulin 
was titrated throughout the study 



Number of Participants Analyzed 



th no Gain in Body Weight From Baseline ar 



Statistical Analysis 1 for The Proportion of Patients Achieving HbA1c <=7% at Week 24 With no Gain in Body Weight From Baseline and no Incidence of 
Severe Hypoglycemia 

Groups |1 ' All groups 

Method PI Fisher Exact 

P Value PI 0.0180 



[1] Additional details about the analysis, such as null hypothesis and power calculation: 
No text entered. 

[2] Other relevant information, such as adjustments or degrees of freedom: 

[3] Additional information, such as whether or not the p-value is adjusted for multiple comparisons and the a priori threshold for statistical significance: 
No text entered. 



rus Measure: Proportion of Patients Achieving HbA1c <=7% at Week 2- 



Proportion of Patients Achieving HbAtc <= 



Measure Description 1 



jit of the primary endpoint 



Population Description 



Reporting Groups 



mt (1 20 meg prior to major meals) was initiated on Day 1 . Basal insulin was titrated throughout the study 



3d throughout the study 



prandial glucose control) ws 



Measured Values 



Group A (P1 SYMLIN) Group B (P1 Rj 



Number of Participants Analyzed 



No statistical analysis provided for Proportion of Patients Achieving HbA1c <=7% at Week 24 
Secondary Outcome Measure: Proportion of Patients With no Weight Gain at Week 2< 



Measure Type Secondary 



Measure Title Proportion of Patients With no Weight Gain at Week 24 



Measure Description This is a component of the primary endpoint 



Time Frame 24 Weeks 



Safety Issue 



Population Description 



Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, Intention to treat, or another 
method. Also provides relevant details such as imputation technique, as appropriate. 



Phase 1 1ntent-to-Treat 



Reporting Groups 
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Group A (P1 SYMLIN) 



ior meals) was initiated on Day 1 . Basal insulin ws 
i dosing, titrated to optimize postprandial glucose control) we 



;d throughout the study 



at Week 4. Basal ire 



Proportion of Patients With no Weight Gain at Week 24 4g4 143 
[units: %] | \ | 

No statistical analysis provided for Proportion of Patients With no Weight Gain at Week 24 
. Secondary Outcome Measure: Proportion of Patients With a Severe Hypoglycemia Adverse Event 



a Severe Hypoglycemia Adverse Event 



This is a component of the primary endpoint 



as per protocol, intention to 



Phase 1 Intent-to-Treat 



or meals) was initiated on Day 1 . Basal insulin was ti 



sd throughout the study 



Group B(P1 RA Insulin) 



to optimize postprandial glucose co 



at Week 4. Basal in: 



i a Severe Hypoglycemia A< 



A (P1 SYMLIN) Group B(P1 RA Insulin) 



statistical analysis provided for Proportion of Patients With a Severe Hypoglycemia A< 

me Measure: Change in HbA1c From Baseline at Week 24 



Measure Description 



Population Description 



Explanation of how the number of participants for analysis was determined. Ir 
method. Also provides relevant details such as imputation technique — 



nt-to-Treal LOCF. LOCF: If a treated pa 



er analysis was per protocol, in 



at week 24, then last observed value before week 24 and after baseline is ca 



Group B(P1 RAInsulii 



lajor meals) was initiated on Day 1 . Basal insulin was titrated throughout the study 

lie dosing, titrated to optimize postprandial glucose control) was initiated at Week 4. Basal ins 



Group A (P1 SYMLIN) 



Group B (P1 RA Insulin) 



Change in HbA1c From Baseline at Week 24 
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. Secondary Outcome Measure: Change in Body Weight From Baseline at Week 24 



Change in Body Weight Fn 



Measure Description t< 



Population Description 



er analysis was per protocol, Intention to treat, or anoi 
nt-to-Treat LOCF. LOCF: If a treated patient has missing result value at week 24, then last observed value before week 24 and after baseline is 



Reporting Groups 



Group A (P1 SYMUN) SYMLIN treatment (120 meg pri 



. initiated on Day 1 . Basal insulin was titrated throughout the study 

id to optimize postprandial glucose control) was initiated al Week 4. Basal ins 



Group A (P1 SYMUN) Group B (P1 RA Insulin) 

[units: participants] ^ ^ 

Change in Body Weight From Baseline at Week 24 

Least Squares Mean ± Standard Error 

No statistical analysis provided for Change In Body Weight From Baseline at Week 24 
7. Secondary Outcome Measure: Change in Waist Circumference From Baseline 



Change in Waist Circumference From Baseline 



Measure Description ^ 



Population Description 



imputation technique. 



er protocol, intention to treat, c 



f a treated patient has missing result value at week 24, th 



A (P1 SYMUN) SYMLIN 



)le dosing, titrated to optimize pc 



at Week 4. Basal insulin 



Change in Waist Circumference From Baseline 

[units: cm] 

' Squares Mean ± Standard Error 



Group A (P1 SYMUN) Group B <P1 RA 



No statistical analysis provided for Change in Waist Circumference From Baseline 
i. Secondary Outcome Measure: Change in Fasting Plasma Glucose From Baseline 



Change in Fasting Plasma Glucose From Baseline 
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Population Description 



Reporting Groups 



Group A (P1 SYMUN) SYMLIN ! 



sd throughout the study 



was titrated throughout the study 



iriable dosing, titrated to optimize postprandial glucose control) w< 



Number of Participant 



se From Baseline 



Group A (P1 SYMUN) 



ipB(P1 RA Insulin) 



No statistical analysis provided for Change in Fasting Plasma Glucose From Baseline 
. Secondary Outcome Measure: Fasting Serum Lipids Change From Baseline at Week 24 



Measure Description 



Fasting Serum Lipids Change From Baseline £ 



Population Description 



Phase 1 Intent-to-Tres 



Group A (P1 SYMLIN) 



IN treatment (120 meg pri 



or meals) was initiated on Day 1 . Basal insulin was titrated throughout the study 



is titrated throughout the study 



lie dosing, titrated to optimize postprandial glucose control) w; 



Measured Values 



ipids Change From Baseline at Week 2 



A (P1 SYMUN) Group B (P1 RA Insulin) 



-28.96112.442 



sis provided for Fasting Serum Lipids Change From Baseline ; 
ie Measure: Phase 2: Change in HbA1c at Week 36 



se 2: Change in HbA1c at Week 36 



Population Description 



es whether analysis was per protocol, intention 
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Reporting Groups 



Group C (P2 SYMLIN) 
jp D (P2 SYMLIN+RA) 



Group E (P2 RA Insulin) 



Patients from Group A, 



Patients from Group B. who achieved HbA1c goal at Week 24, continued Phase 1 treatment during Phase 2 



Group F (P2 RA Insulin + SYMLIN) Patients from Group B, wt 



reHbA1cgoalatWeek24 



Measured Values 



Number of Participants Analyzed 



Group C (P2 SYMLIN) Group D (P2 SYMLIN+RA) Group E (P2 RA Insulin] 



F (P2 RA Insulin + SYMUN) 



Phase 2: Change in HbA1c at 

[units: %] 

Mean ± Standard Error 
Change From Baseline 
Change From Week 24 



No statistical analysis provided for Phase 2: Change in HbA1c at Week 36 

>me Measure: Phase 2: Change in Body Weight at Week 36 



se 2: Change in Body Weight at Week M 



Population Description 



Phase 2 Intent-to-Treat 



Reporting Groups 



Group C (P2 SYMLIN) 



Patients from Group 



1c goal at Week 24, continued Phase 1 treatment during Phase 2 



Group 0 (P2 SYMLIN+RA) 



1c goal at Week 24, continued phase 1 treatment and initiated RA ins 



Patients from Group B, who achieved Ht 



Number of Participants Analyzed 



Phase 2: Change in Body Weight at Week 



Mean ± Standard En 



il analysis provided for Phase 2: Change in Body Weight at Week 36 



Reported Adverse Events 



P- More Information 
Certain / 
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Principal Investigators are NOT employed by the organization sponsoring the study. 

There tS an agreement between Principal Investigators and the Sponsor (or its agents) that restricts the Pi's rights to discuss or publish Ire 
completed. 

The agreement is: 

The only disclosure restriction on the PI is that the sponsor can review results communications prior to 
*— ' trial results for a period that is less than or equal to 60 days. The sponsor cannot require changes to 



The only disclosure restriction on the PI is that the sponsor can review results communications p 
li trial results for a f"'""'"""" — ■ — — -n. 

Q Other disclosure 



tlons and Caveats 



of the study, such as early termination leading to small numbers of participants analyzed and technical problems with mi 



Results Point of Contact: 

Name/Title: Chief Medical Officer 
Organization: Amylin Pharmaceutics 
e-mail: sjinjc3jWM5&amyiin.com 



No publications pr 



Responsible Party: Amylin Pharmaceuticals ( Lisa Porter, MD. Study Direi 

Study ID Numbers: ACA401 

Study First Received: April 27, 2007 

Results First Received: ApriM0,2009 

Last Updated: April 10, 2009 

ClinicalTrials.gov Identifier: NCZQQ467649 HistQryjsLCfjaoass 
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